Sequences of let-7 and miR-30 miRNAs. Note that for each "perfect' binding site, there would be miRNA family members able to cleave it the target as well as other family members, which would engage the target in the typical miRNA fashion. 
Figure S2
Analyses of EGFP-based reporters. (A) A schematic depiction of a 3xP let-7 EGFP-based reporter. (B) FACS analysis of stable clones in HEK293 cells (#B4) and HeLa cells (#C4). Shown is distribution of EGFP fluorescence signal in untreated reporter lines (red line) and upon AGO2 knock-down using a previously published shRNA expression vector 46 . The grey peak represents signal of the parental cell line lacking EGFP expression. (C) Response of the HeLa #C4 reporter line to expression of plant inhibitors of RNA silencing P21 and P19 (expression vectors were kindly provided by Jozsef Burgyan). (D) Response of the HeLa #C4 reporter line to inhibitory locked nucleic acid (LNA) oligonucleotides suppressing let-7 miRNA family and ATPA18, a previously reported miRNA inhibitor 15 . All experiments were performed in 24-well plates.
Figure S3
Distribution of false positives among the primary HTS results. The Venn diagram depicts 64 not validated hits, majority of which (51) were identified in only one of the four assays. 
